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bosentan 



Roche 



RO-47-0203*; RO-47-0203/029; Tracleer (R) 




C27H 2 9N 5 06S-H 2 0 : 569.64 



p- tert- butyl- N- [6- (2- hydroxyethoxy)- 5- (o- methoxyphenoxy)- 2- (2- pyrimidinyl)- 4- 
pyrimidinyl]benzenesulfonamide monohydrate 



HIS endothelin ETA antagonist, endothelin ETB .antagonist 

mm «'j|W^3IK-tOteX219.99), jfiLflE»T»l(214.00), Pf»«l , i , fflSlK*©teX229.00), *kftffi 
•-3IK-tO*bX269.90) 

ATC C1D, C2A2, D11A, R7X, L1X9, N7X 

CAS 157212-55-0, 147536-97-8 

PAT EP 526708, EP 713875, JP 93 222003, US 4292740, WO 97 9318 



H»#*fc / mm. /.mm / m&&usm&ta/ i—vr^mE 



[«f*»*»] Phase I 

T^y^i^z-O/ Wi^Jfo-ffilm/ / / 

X-t— Phase I 2001/12(^^:2001/12/04 3!£r:2001/12/04) 

T?TV*^i?Ts<W &&fo*±/ / / 
Xf-vil (»fit:200 1/12/04 JE$r:2001/12/04) 

*T~ tlS!^ 1994/04, fuES^C^-lt) 2000/09(^:1994/04/01 H£r:2002/10/01) 

g^:1994/12/01 jE^f:2002/ll/20 
**£! : J£, #a 
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AU Phase III/ Actelion, Genentech/ Tracleer[Actelion] 

CH Phase III (Suspended)/ Roche/ Tracleer 

CH Phase III/ Actelion/ Tracleer 

GB Preclinical(Suspended)/ Roche/ 

US Phase III/ Actelion, Genentech/ Tracleer[Actelion] 

CH Phase I(Suspended)/ Roche/ 

CA PrecIinical(Suspended)/ Roche/ 

CH Clinical/ Actelion/ Tracleer 

CH Preparation for Clinical/ Actelion/ 

CH Phase II/ Actelion/ 

AU Pre-registration/ Actelion/ Tracleer 

CA Launched/ Actelion/ Tracleer[Actelion] 

CH Launched/ Actelion/ Tracleer 

EU Launched/ Actelion/ Tracleer 

US Launched/ Actelion, Genentech/ Tracleer[ Actelion] 

CH Phase Il(Suspended)/ Roche/ 



bosentanfi, ^^Ktfc^Kiry >ETa*5 <£OTTb^#:^^X*$>5o 
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JS^-Cfi, ^mTtHsk. 5ojfctt*C>^ (Marketletter 1997/12/01) N MAi&mtS X 
&<nmfeX~M&&ftt>tlX\,^tz 0 Ua»U PhaseIII^t;^(REACH-l)^4oVNT, XtMSt^ZX.*) 

*<D&, Acteliontb&s|ttt5o'jfiitt^T^©aJS-eH!38^f?H!Ufc„ 

Wifii ilff tra*fi:i:bfel6HIS|OPhaseIIIt*lk-e, ##J125mg/ 0 fi!-5-»-Cf±Il%, 250mg/ 0 fi!-5-# 
T-f416%0^fTfigfH3fe#/i^£.tl,fc(The Pink Sheet 2001/08/13, p24)„ 

fmMZtl, 2001^11^ 20 Bl£*f&£ ftfc (The Pink Sheet 2001/11/26, p4) 0 3— vys<X'b3— ~?T 
^K^^iC^t^^nCScrip 2001/03/07, P 24) , 2001^lC^ff (Pharma Marketletter 2001/09/24, 
pl8) , 2002^5^ 

/J\!EflfciSjfaJfi!£4\ Wi^Jki±S*^^Ufcepoprostenoli»^ffl^feT't.t^^^ S: fTt?n.T 
V^(The Pink Sheet 2001/08/20, pll) 0 jik&jEE (Pharma Marketletter 2002/04/01 , p28) , 4#3§ffl3r& 
|^^i3E*5j;tJ ? SG^'li^7y— ^SraLCtUfeBBiSttTfciX-CV^CPhanha Marketletter 2002/06/10, 
p25) 0 

*G>3B£«r#l*JUi (Scrip 2002/08/21, p22)„ 

JST*I13£L,TV^c(5:^* 1996/03) 0 ^0)^ T^r!)^y77- -vfa.— •x^#/vXv ? ^/<>"lc: < £9JW 
!*J^ffi©^^yy^^^f f W , ^ffibTBI»*tU5r.ti:*ofc 0 2002^12^ 26 B (DM^ 

Sfefc, &*±<Dmj&ybW&£tlX\, ^ ( B fOXISI 2001/11/30). 
1998^1 1J| 5 B (CActeliontttC^-fe'^'gt^ttfCo 

2000^12^ 14 B x A^tGenentechm^M^'L^^m^^^XT^V^X^mm^iSXX^m 
mZft?ZbX&nvtc a G*t*s#lRlJR5Bffiii©^'>3>fll*rfi : iei-S^:*tl± % £^££au&£L 
fcPhaseIII^^T^7^^y-^^K^>h<7)a^^^i^ 0 xv^c^^T-#^d^o^fcfe. G*± 

T^y^Tfi, 4tt^xV^hytr^— >'3>'^r : fT5ri:i:^ofc(The Pink Sheet 2001/12/10, p26) c 

*g*r-m, 'L^&<Dmfcx2oo3^M¥<D±iftfrM.&iiLrix\,^(ammm 2000/10/20) 0 r^y^ 

T*fcJ\ fftmsfol±m<DmfoX200l4£l28 \Z±W£ivtc 0 mMf&X\ fi2002^6^ \Z±W£fttc 

(Pharma Marketletter 2002/06/10, p28) 0 

'Hrt^»4.WJ«jMESoajS^2()03^^©±ma' s WH*nTV^(Bf03^ 2001/ll/30) o 
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< suffix > 

• inVK-WvSSttit&iS-tf-fc^i'Wu 5yh«LttHiKBIieS- : e-7 f ^t-*5»t*ttJR»*Sr«iffili-5- / S&68E] 
B^mm^m^WW :No.S36-5, 1995^3^, 

^!±19->h^»M(ETA)(DET-lp^flX^fcJ:^5^mWOsarafotoxin S6c (ETb) ^SUXfii 
Sr^-a-WiCii^fU, pAa»4-t*V?ix7.2, in vivoT\ 7yH^»tS*SSl~30mg/kg<Opo 

9yM»miRrt&«ffl»lllRt*5V^-c, *«llO- 7 ~lo- 8 MJ±*fi«#tttc, (ET-l)fl 
&<Dr.ft&!hWl&ffi(Dmte%:nmi,fr 0 »#lttETAg&#f^*J^fcSFR-139317ttS|2tl©^l;: 
*»«r3U£Lfc» *#J10- s MfinorepinephrineKl<fco^^ 

ET-3«*©3d!tt£ttlfWUfcas, KM©FR-139317f4»IML>te&»o;fc. ^SpSHR ( g f&ftfem Jfa-EEy 
j/H©W»JIRm*3V^ ET-lfflH&l|5tf§M\ *^JlO- 5 M^,J;oT^(Cft^:$iXfc^, FR-1393171CJ; 

Jk/M^-X/VT*, ##Jf4, STJi#^^UtT/^^>Jflll : ^SWroW^J[C^oV^#M&«JETAfe^J 
■C*>5FR-139317J:9^r«rt?fcofc 0 o 

^^J100mg/kg/dayCDpoS-^-*5«ty ? L-arginine 250mg/kg/day<£>ip&-^fi % cyclosporinM^ift 
yhOSBPS:E1?S , jfilff9s/h©W"<^*T?<£TS*^to L-argininefilEitJkJE^^BPtiST^fc 

DOCA-*&il5JfilJE7S'HC*3tt (lOOmg/kg/day) Sr6iIIWS!-5-i-3i, BPtttii^iTiSTLftj^ofc: 

0.05) o Enalapril(3mg/kg/day)(4 N BP*5j:l5Jk^Jlffl«|*ti£^Sbm^$^^ofc^, ^S^ttBSP 
tCjt^-C'L^RTiKWtffiSr^rSfceWbfc. (p<0.05) 0 Mibefradil (30mg/kg/day) J±BP«r*nftfcffiT 
£*(p<0.001) . A jfeiEtc:J;-5'L^^-xy^^(5i:A;if^i$iJLfc 7) 0 

#»T<Z>WSi*Aff>f5«8EEK:*5V^T, #3ll<7)3ing/kg iv/J?— 9*&:-§- + 7mg/kg/hr iv&Af*. 
85«lCjtU-CJh.ift«pET-ljia[Sr30fflF*BJPS-«rfc(p=0.0001) o *#Jf4, **t*/H^*5V ^TLVlR^S3 
JE. ¥J&fc»flftflE(AOPh LVEDP*5iU5fe^WflE***tc:<ST*i3:fc„ ¥*&AOPf4. 
MflirjiiJE^JC*5V^-CfcffiTV^.* s . ^:O^f4/J^^^ofc(i^Jk£E^lC^U-Cp=0.0002) 9 V 

^#^{-^J^4S^CD^^ffi*T'(0.1mg/kgCO*'-7^S^ + 0.23mg/kg/hrcD30^m^A. 



0.3mg/kg+0.7mg/kg/hj\ lmg/kg+2.33mg/kg/hi\ 3mg/kg+7mg/kg/hr) &-§--r-5£\ Jfl*#flM4Kl 
BPtiffiTLfCo JfcH>TJ*fc*5V*-Ct>, ##J(0.3mg/kg + 0.7mg/kg/hi\ 3mg/kg+ 7mg/kg/hr) 

ffl*ifeffttteJ|jUl6»l*5J:utt£ai»!AOPSr{STS*fc. *ffijfofl f 4£ISK:J:>j WttfcrtLffi 

»t<ST**fe. ##Jl00mg/kgtcilazapril lOmg/kgSrflfrffl V^f ^©^RlO^S-S-J:!?* 

streptozotocinP^^m^Sr^i-^iSttWistar^-y h l-^J 100mg/kg/day^5~6M RJpoS-5>Ufco 
*f&*iS««7yf^Jt^TM«'«e*i£ai* s 3k#*ttfc(39.7»36.6in/sec)*S, 
U**S*59y h©H: (42.7m/sec) ±9litt*M£«-ea>ofc 0 Mc*5ttS£##M 

5aivK-ty^-l*l58oejfiLflEi3j;tfl8iaSr^r*fc«i«BiLfcdS, Jt©«©ffijliUBEttjK#$*t*A»o 
1to *#Jl0mg/kg<Z>iv&-£{±, #»*^7yh:feJ:tf*fR*7yh©W#lC:i3Vvr % WSDopplerjISt 

~60mg/k g> po) fcJ^atffliltSS.fctn 0 5 0 IWS-S-tt, MI^Tloi^iD^t^^ 

^-i?fi&tt*fflJHfe#Wfc«iiMUt. r©a*t±30^itwoing/kg©ffl*^s-§-«f{c«*-cfeofc 

^bfc (»flR»»cJtbTpS0.05) 14) 0 

Sin 

2000mg*3«J:T^enalapril 20mg«rl|i|IIiKqfi!-§-L;fct££>, DBPfi&^iltrffifCJtLT^tCteTLfc (p 
<0.0i 43J:t/p<0.00i)„ *Ml-i.SBPiazb/vb'&W&R&£tefrotcfc, HR( P <o.oi)ioJ;t5ET-i 

8:-5-8L 125mg/|Ui:Ufc 0 ^'^■^y— 3t^K2J?-OK03IISIlte^3©aEYb^ov^T % 6#lK|eB2fc?Tm« 

tt6mJ6flsUfc(76m©SS, p = 0.021) o ^<D&m*. 4>&<ifc20iIi!tf££ft/c o *fc, »C?«8!t»±^7-fe 
#S^#J:?>t>#^S4-#©:*tt J 1.0 l/min/m 2 *#<Ji#Lfc(p<0.0001) o JttlMfigKfi, ##Ji§:# 
S|-e{i223dyn-s/cm 5 ^^bfc^ x 7 p 9-fed?jS!-§.pT?f±191dyn«s/cm B i(|JnUfc (-415 WH, p = 

0.0002) „ ^m&^mxn, Borgm&<Du^/\stmTL-wHommftmfr&W£ntc 0 naamtumb 

\z£WikVtz3ffl\-£, i--<T^-lr^g^T'fcofc(p=0.033) 0 ^**^<7)ffi*3«tl^@®{c{i > 
^J»^5ir/}?*ffig^fiW^S*^T*$>5BREATHE-m^4r, WHO^III, IV©0ite jfa.£Ei!m^r*f 
fc 0 84%<oS«f±JS3Bi4Wifi5JliLffifit?, 290||}C^-fe:#\ ■56ffi«|C*ffl|62.5mg*fcf±125mgtrl 0 20 
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m&<Dmmshmm<Dmmmftm*&w. &«»*o.4 i/min/m 2 it^p$^c(p= 0.007) i7 > 0 

^S~ ,: t :i ^^CD*^'t4i«I&I.JEi!EM293^JtC^J100nigl 0 10, 500mgl 0 IE, lOOOmgl 0 10, 
lOOOmgl 0 2[I], enalapril (20mg) 1 B l[nJ3:fc{£:7 B 9i?#£: 5 Fi&25.9~27.6 0 IW&nS-S-Lifc. 
500, 2000mg/ 0 fc±U?enalaprflpT-fi^^^P^JtUTM{4DBPO^S^teT^^6tufc 0 £fc, 
^J500, 1000, 2000mg/ 0 feJ:I^enalaprili^T*{i^ir7Kl¥f-itLTM^SBP(D^E^T^^e> 

ACE|&«, ^J^Jfeit^digoxintCi^^^^^^ttfc^olfett'L^^B^e^nc^Jlg/ 0 
^araSP'S-^-bfeir*, S-S-iitHfiteiJtUTPCWP, RAP*5J;U?BP<Z)'(£T*5«i:U { Ci*5 < J:u?SVl©±i 

IC^T, ■3fe#»*ttifi^UTV''fc3&S, ^fiACEPl^J, digoxinjo^^flJ^JirO^l-^St^ 

ir'/KSfcfi^JdOOmg, 15^Pp1#a—60^{r200mg, 15#IH#&) SrS-S-Ufc. #3l|{±MAP, 

svk, pcwp*5«tT/*'CfjijE*^-*nnsT**, 'ts-mmzmmK-tg-^tco vmtmm^n^^ 
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